During the year 1951, in the Royal Children's Hospital, Melbourne, chloramphenicol was used for the treatment of numerous children with infective diarrhoea, and an impression was gained that it was relatively ineffective in the treatment of Salmonella enteritis, despite the high sensitivity of the group to chloramphenicol in vitro. Experimental work on mice by Seligmann and Wassermann (1949) indicated that chloramphenicol was bacteriostatic rather than bacteriocidal to Salmonella. The clinical results of Ross, Burke, Rice, Washington and Stevens (1950) , Weiner and Liebler (1951) and Kunstadter, Milzer and Kagan (1951) on small series of patients supported this finding, but the variable clinical course of Salmonella enteritis, even when untreated, made assessment th -efficacy-of-anrtibioi difficult. In some cases the organism temporarily disappeared from stools during treatment, but reappeared soon after cessation of therapy. Fison and Singer (1950) , in treating an outbreak of infantile diarrhoea due to Salmonella, formed the opinion that chloramphenicol was responsible for decreasing morbidity and mortality, and other reports of single cases or small series supported this view.
At the Royal Children's Hospital, Melbourne, from November, 1951, to March, 1953, a controlled clinical therapeutic trial to determine the efficacy of chloramphenicol on infants suffering from Salmonella enteritis was carried out. During this period, 390 infants less than 2 years of age were admitted to hospital with the diagnosis of infective diarrhoea. Salmonella were grown from the stools of 98 of these infants, 51 of whom were studied in the controlled trial.
Methods
As soon as an infant with diarrhoea had been admitted to hospital, two rectal swabs following the passage of stools were cultured immediately on 'difco' S.S. agar and in tetrathionate broth. From these two primary cultures subsequent isolation and identification were performed. If a culture of either specimen grew Salmonella, it was considered that the infant fulfilled the bacteriological requirements for admission to the controlled therapeutic trial.
In addition, all infants included in the trial were less than 2 years of age, were in good health before the onset of enteritis, and were free from parenteral infection. In each case, the enteritis was of less than one week's duration, and no specific treatment had been given before admission to hospital. A history of feeding derangement precluded admission to the series. Although this pre-selection reduced the number of infants studied to approximately half the cases of Salmonella enteritis admitted to hospital the validity of the results was improved by the elimination-o-f vaiabks. All-infants were moderately ill with eight to 20 bowel actions per day. Clinical dehydration severe enough to warrant intravenous infusion was the exception, and as preliminary observations had revealed no obvious relationship between initial dehydration and the duration of the illness, this physical feature played no part in pre-selection.
Treated and control infants were selected on the basis of 'odds and evens' taken from a table of random numbers. After it had been decided by the medical observer that an infant fulfilled the clinical and bacteriological requirements the ward sister allotted it to the treated or untreated group, but the category was not known to the medical observer. Thus, as there was no alternation of cases, observations were quite unbiased.
Treated infants received oral chloramphenicol, 120 mg./kg. of body weight per day, at six-to eighthourly intervals for 10 days. Apart from chloramphenicol, treated and control infants received the same treatment. A similar feeding routine was established in each case, modified only by the course of the illness and the age of the infant. After an initial starvation of 24 hours, during which time water with 5% glucose and a solution of sodium and potassium salts were given, the feeding was changed to half-strength skimmed milk, thence to fullstrength skimmed milk, and finally, to whole dried milk, occasionally through an intermediate stage of half-cream dried milk, with formula according to age. Symptomatic treatment was confined to sedation, and topical applications to rashes and excoriations. Although Salmonella enteritis had a higher incidence during the summer months, infants suffering from this disease were admitted to hospital throughout the winter. To avert complicating respiratory infections, penicillin was sometimes given to untreated infants, and although this introduced another variable, it was considered to be less confusing than a complicating respiratory infection of which only the mildest were encountered. Ordering penicillin for untreated cases with respiratory infections was the responsibility of the ward registrar.
For 10 days following isolation of Salmonella stools were cultured on every second day from both treated and control infants, and, after the conclusion of treatment, on every third day until discharge from hospital. The infants were reviewed one week later in the out-patient department when a rectal swab was cultured.
Results In Tables 2a and 2b the mean duration and range in days have been tabulated according to age. There appears to be an inverse relationship of age to length of illness, but the number of cases in each age category is too small and the range too large to be significant. Three infants only required intravenous infusion; two were in the control group and one was treated. The two untreated infants were clinically cured in 10 and 36 days from the beginning of their illnesses, and in seven and 33 days from when treatment would have begun. The treated infant was clinically cured in 19 days from the beginning of his illness and in 18 days from the start of treatment. The treated infant infected with S. adelaide was clinically cured in 18 days after the start of illness, and in 16 days following the beginning of treatment. The treated infant infected with S. derby was clinically cured in 17 days after the beginning of his illness, and in 13 days after the start of treatment. The control infant infected with S. adelaide was cured in 11 days after his illness started and in nine days from when treatment would have been begun. It appears that the clinical course of infection with these two strains of Salmonella is similar to that with S. typhi-murium, as far as one can determine from three cases.
Bacteriological Assessment
The Salmonella group was moderately sensitive to chloramphenicol in vitro, and most organisms tested were sensitive to a concentration of 5 [tg./ml.
A few were resistant to 5 ,g./ml. but were sensitive to 10 jig./ml. The effect in vivo was completely unpredictable both in treated and untreated infants. Isolation of Salmonella was obtained at various stages of the clinical course, with comparable frequency in both treated and untreated cases. The results have been categorized arbitrarily in Table 3 . At the time of discharge from hospital, Salmonella could still be cultured from the stools of 10 treated infants and 11 untreated infants. In four treated infants and in three controls, the organism had temporarily disappeared during the stay in hospital, but was present on discharge. Forty-three of the 51 infants, comprising 22 treated and 21 control cases, were examined in the out-patient department one to two weeks after discharge from hospital, and rectal swabbings were cultured from each. Salmonella was isolated from eight treated and eight control infants. 
